Chemoprevention
of oxidative stress-associated oral carcinogenesis by sulforaphane depends on NRF2 and the isothiocyanate moiety
SUPPLEMENTARY DATA
To a stirred solution of 4-aminobutan-1-ol (1) (1g, 11.25 mmol) in THF (15 mL) was added (Boc) 2 O (2.58g, 11.8 mmol, 1.05eq) at r.t., and the mixture was stirred at r.t. for 1h. The solution was concentrated to dryness, and the oily residue was purified by flash column chromatography (petroleum ether: EtOAc=1:1) to give tert-butyl (4-hydroxybutyl)carbamate (2) as colorless oil that solidified to a white solid on standing (2.2g, 99% yield 71, 28.59, 29.87, 40.48, 62.23, 79.30, 156.47 .
MsCl (1.08 mL, 13.92 mmol, 1.2 eq) was added dropwise over 5 min to an ice-cold stirred solution of 2 (2.2g, 11.6 mmol) and Et 3 N (2.42 mL, 17.4 mmol, 1.5 eq) in anhydrous CH 2 Cl 2 (20 mL). The mixture was stirred at 0 °C for 30 min, then allowed to warm to r.t. with stirring for 1h to give a yellow suspension. The suspension was filtered off and the filter cake was rinsed with CH 2 Cl 2 (5 mL). The combined filtrate was washed with H 2 O (10 mL) and brine (10 mL), dried (Na 2 SO 4 ), and concentrated to give mesylate 3 (~2.98g) as a colorless oil that was used in the next step without further purification.
A solution of the crude 3 (~2g, 7.5 mmol) in anhydrous DMF (8 mL) was added dropwise to a stirred mixture of NaSMe (764 mg, 11.3 mmol, 1.5 eq) in anhydrous DMF (4 mL) at 0 °C within 12 min to give a thick yellow suspension. The mixture was stirred for 10 min, the ice-bath was removed, and stirring was continued for an additional 1h to give a gray-yellow suspension. The mixture was extracted with EtOAc (3×20 mL) and the combined extracts were washed with H 2 O (20 mL) and brine (20 mL) then dried (Na 2 SO 4 ). 65, 26.48, 28.60, 29.40, 34.04, 40.32, 79.24, 156.18 .
A solution of 4 (2.1g, 9.62 mmol) in CH 2 Cl 2 (15 mL) was chilled to -10 °C in an ice-salt bath. A solution of 85% m-CPBA (1.97g, 9.62 mmol) in CH 2 Cl 2 (15 mL) was added dropwise over 20 min while the internal temperature was kept below 0 °C. When the addition was completed, the mixture was stirred at 0 °C for 1h and then the resulting light-yellow suspension was treated with saturated aq. NaHCO 3 (20 mL). The organic layer was separated and the aqueous layers were washed with brine (20 mL), dried (Na 2 SO 4 ) and concentrated by a rotary evaporator. The crude product was purified by flash column chromatography (DCM:MeOH=50:1) to give 4-(tert-butoxycarbonyl)butyl methyl sulfoxide (5) A solution of 5 (1.5g) and formic acid (9 mL) was stirred at r.t. for 2h. The excess formic acid was removed at r.t. by a rotary evaporator to afford 4-(methylsulfinyl) butylamine (MSB) as a light-yellow oil (1.0g, 86% yield 
